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Beckett, M.L, et al Cancer Res. Search 
(1991) 51:1326-1333. 

These abstracts describe an antigen associated with prostate 
carcinomas other than PSA, PSMA, and PAP. 

In the first abstract, a series of sialic acid 
containing glycoprotein representing a complex was 
recognized by a monoclonal antibody designated TURP-27. The 
authors conclude that this prostate carcinoma-associated 
sialyl glycoprotein complex (PAC) recognized by MAb TURP-27 
is likely to represent a novel tumor antigen expressed by 
prostate tumors. 

Similarly, the second article describes reactivity 
of various tissues to a monoclonal antibody designated PD41. 
The abstract concludes "it appears that this monoclonal 
antibody may recognize a prostate carcinoma-associated 
mucin-like antigen, which is preferentially expressed on 
prostate carcinomas, and therefore, may be a useful marker 
to distinguish benign prostate hyperplasia from prostate 
carcinoma . " 

These abstracts are adduced simply for the 
proposition that there are undoubtedly additional antigens 
characteristic of prostate tissue in general, or prostate 
carcinoma in particular, that would be useful in the method 
of the invention. The invention is not directed to these 
antigens per se, but rather the appreciation that they are 
suitable candidates for vaccines directed specifically 
against prostate cancer. 

Only the applicants have successfully recognized 
the generality of this concept. For example, prostate 
specific antigen (PSA) is not a membrane protein. 
Therefore, one might assume that it would ineffective as a 
vaccine as it is not associated per se with the membrane of 
the target cell. Indeed, as PSA is secreted into the 
plasma, antibodies raised against PSA would be expected to 



response. 8-7 



- 2 - 



USSN 08/105,444 

Atty Dkt 0437-0003 . 00 

act on this circulating molecule, rather than directly on 
the tumor cells. On the other hand, it has been appreciated 
by the present applicants that proteins produced in any 
particular cell have peptides represented on the cell 
surface in the context of MHCl and MHC2 histocompatibility 
antigens. It is these complexes that can be recognized by 
the immune system, and specifically by cytotoxic T- 
lymphocytes Thus, even though PSA per se is not represented 
on the membrane, its peptides are displayed on the cells 
bearing these peptides would be subject to attack by 
cytotoxic T- lymphocytes . Applicants' appreciation of this 
mechanism and its relationship to designing vaccines is not 
suggested by the art and permits the generalization set 
forth in the present claims. 

Applicants respectfully request that this 
Supplementary Amendment be considered along with that 
previously submitted. In view of the time frame subsequent 
to final rejection, a Notice of Appeal is also submitted 
herewith. (Both this Response and the Notice of Appeal are 
being mailed first class mail; a copy of this supplementary 
response is also being submitted by fax.) 

Respectfully submitted. 
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Journal 

cancer Rasaarch* iJCtcnt] 51(4) :1326-33, 1991 Feb 15. 
Abstract 

A monoclonal antibody (MAb) dasignatad PD41 (ZgOlk) vaa ganaratad by 
hyper iaaunizing BALB/c mice with a maabrane praparation prepared froB a 
m derataly to poorly differentiated prostate carcinoma surgical specimen. 
Tho ismanohistochamlcal rMctlvi'ty of MAb PD41 was shown to be highly 
rastricted to the ductal epithelia and secretions of prostate 
adenocarcinoma tissues* 5ixty*flve^ ^ of tlm prostata hmn spaciaens v^^a 
stained with MAb PD41, whereas no staining of the fatal or benign 
pr state specimens was observed* PD41 reacted minimally with normal 

? restate tissues, with less than l% of the epithelial cells staining, 
his MAb did not react with nonprostate carcinomas or to a variety of 
normal human tissues. Using both radioimmunoassay and imsunofluorescent 
pr cedures, several cultured human turner cell linee, human blood cells,* 
and purified antigenm to prostate-specific antigen and proetatio acid 
phosphatase also were found not to ea q weas the PD41 antxgen. MAb PD41 
als was shown to bind to the target antigen present in seminal plasma 
obtained from prostate carcinoma patients but |)ot to seminal plasma from 
normal donors, immunoblots of gel-separated components of prostate 
carcinoma tissue extracts indicate that the molecular weight of the 

?r teins carrying the PD41 antigenic determinant can differ among 
ndividual tumorSr ranging from Hir 90,000 to greater than 400,000. 
However, in seminal plasma from prostate cancer patients, the predominant 
component recognized by P041 is the diffuse Mr greater than 400,000 band. 
It appears that this monoclonal antibody may recognize a prostate 
oaroxnoma-assooiated muo in-like antigen, which is preferentially 
xpressed on prostate carcinomas, ana therefore, may be a useful marker 
to distinguish benign prostate hyperplasia from prostate carcinoma. 
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-100*) prostate cells. Petal ™4vf?2^f? (75-100*) and aalignant (20 

antigen was not expresMd bv n2W'SS^2«il. developaent. This 

significant cross^SStivitv 2S2 SSSJS!? fS**^, ««»ined, 'but 
minor cross-reactivity was seS iS SSSff-^JSK^^^** nerves while 
the adrenal madulla Sd chiSrSeiJa^TfiL^^'*?*^ subsets, cellS in 
biochemical data deooiSt?at2d ?Sii%S£ SSSS^S* a«n«noblotting and 
-containing glyco^SSSS^'SSSlS iiS^J?5^2I,2^^f^^ ^» a^alic-acid 
tissues of 310*250. 180 140 if is S SS^^f^*®^*?*^*^ species in prostate 
Inaunoblotting patterns 'sinll.i JA Itill' t^' ^ ^o 3S-kDa. 
w«ra also a. J In SricSiSJS wi?h^*o^f *5T** '2*^ Prostata tissues 
-kDa proteins. [tWWlliiisi T ««eeption of the £9 and 40- to 35 

tuaor antigen ej^fflSaR^^IS^tatstSLra. r«pr~e»fe a nove& 



